26 

12. Racke, M. K., A. Bonomo, D. E. Scott, B. Cannella, A. Levine, C. S. 
Raine, E. M. Shevach, and M. Rocken. 1994. Cytokine-induced 
immune deviation as a therapy for inflammatory autoimmune disease. 
J Exp Med 180:1961-6. 

13. Cash, E., A. Minty, P. Ferrara, D. Caput, D. Fradelizi, and O. Rott. 
19.94. Macrophage-inactivating IL-13 suppresses experimental 
autoimmune encephalomyelitis in rats. J Immunol 153:4258-67. 

14. Kuchroo, V. K., M. P. Das, J. A. Brown, A. M. Ranger, S. S. Zamvil, 
R. A. Sobel, H. L. Weiner, N. Nabavi, and L. H. Glimcher. 1995. B7-1 
and B7-2 costimulatory molecules activate differentially the Thl/Th2 
developmental pathways: application to autoimmune disease therapy. 
Cell 80:707-18. 

15. Leonard, J. P., K. E. Waldburger, and S. J. Goldman. 1995. Prevention 
of experimental autoimmune encephalomyelitis by antibodies against 
interleukin 12. J Exp Med 181:381-6. 

16. Healey, D., P. Ozegbe, S. Arden, P. Chandler, J. Hutton, and A. Cooke. 
1995. In vivo activity and in vitro specificity of CD4 + Thl and Th2 
cells derived from the spleens of diabetic NOD mice. J Clin Invest 
95:2979-85. 

17. Khoruts, A., S. D. Miller, and M. K. Jenkins. 1995. Neuroantigen- 
specific Th2 cells are inefficient suppressors of experimental 
autoimmune encephalomyelitis induced by effector Thl cells. Journal 
of Immunology 155:5011-7. 

18. Ando, D. G., J. Clayton, D. Kono, J. L. Urban, and E. E. Sercarz. 1989. 
Encephalitogenic T cells in the B10.PL model of experimental allergic 
encephalomyelitis (EAE) are of the Th-1 lymphokine subtype. Cell 
Immunol 124:132-43. 

19. Katz, J. D., C. Benoist, and D. Mathis. 1995. T helper subsets in insulin 
dependent diabetes. Science 268:1185-1188. 

20. Liblau, R. S., S. M. Singer, and H. O. McDevitt. 1994. Thl and Th2 
CD4+ T-Cells in the pathogenesis of organ-specific autoimmune 
diseases. Immunol. Today in press. 

21. Saoudi, A., J. Kuhn, K. Huygen, K. Y. de, T. Velu, M. Goldman', P. 
Druet, and B. Bellon. 1993. TH2 activated cells prevent experimental 
autoimmune uveoretinitis, a TH 1 -dependent autoimmune disease. Eur 
J Immunol 23:3096-103. 

22. Rapoport, M. J., A. Jaramillo, D. Zipris, A. Lazarus, D. V. Serreze, E. 
H. Leiter, P. Cyopick, J. S. Danska, and T. L. Delovitch. 1993. 



27 

Interleukin-4 reverses T cell proliferative unresponsiveness and 
prevents the onset of diabetes in nonobese diabetic mice. J. Exp. Med. 
178:87-99. 

23. Rott, O., B. Fleischer, and E. Cash. 1994. Interleukin-10 prevents 
experimental allergic encephalomyelitis in rats. Eur J Immunol 
24.-1434-40. 

24. Trinchieri, G. 1993. Interleukin-12 and its role in the generation of Thl 
cells. Immunol. Today 14:335-337. 

25. Okamura, H., H. Tsutsi, T. Komatsu, M. Yutsudo, A. Hakura, T. 
Tanimoto, K. Torigoe, T. Okura, Y. Nukada, K. Hattori, and et al. 
1995. Cloning of a new cytokine that induces IFN-gamma production 
by T cells [see comments]. Nature 378:88-91. 

26. Bazan, J. R, J. C. Timas, and R. A. Kastelein. 1996. A newly defined 
interleukin I? Nature 379:591. 

27. Ghayur, T., S. Banerjee, M. Hugunin, D. Butler, L. Herzog, A. Carter, 
L. Quintal, L. Sekut, R. Talanian, M. Paskind, W. Wong, R. Kamen, D. 
Tracey, and H. Allen. 1997. Caspase-1 processes IFN-gamma-inducmg 
factor and regulates LPS-induced IFN-gamma production. Nature 
386:619-23. 

28. Gu, Y., K. Kuida, H. Tsutsui, G. Ku, K. Hsiao, M. A. Fleming, N. 
Hayashi, K. Higashino, H. Okamura, K. Nakanishi, M Kurimoto, T. 
Tanimoto, R. A. Flavell, V. Sato, M. W. Harding, D. J. Livingston, and 
M. S. Su. 1997. Activation of interferon-gamma inducing factor 
mediated by interleukin- 1 beta converting enzyme. Science 275:206-9. 

29. Robinson, D., K. Shibuya, A. Mui, F. Zonin, E. Murphy, T. Sana, S. B. 
Hartley, S. Menon, R. Kastelein, F. Bazan, and A. O'Garra. 1997. IGIF 
does not drive Thl development but synergizes with IL-12 for 
interferon-gamma production and activates IRAK and NFkappaB. 
Immunity 7:571-81. 

30. Rothe, H., T. Hibino, Y. Itoh, H. Kolb, and S. Martin. 1997. Systemic 
production of interferon-gamma inducing factor (IGIF) versus local 
IFN-gamma expression involved in the development of Thl insulitis in 
NOD mice. J Autoimmun 10:251-6. 

31. Micallef, M. J., T. Ohtsuki, K. Kohno, F. Tanabe, S. Ushio, M. Namba, 
T. Tanimoto, K. Torigoe, M. Fujii, M. Ikeda, S. Fukuda, and M. 
Kurimoto. 1996. Interferon-gamma-inducing factor enhances T helper 
1 cytokine production by stimulated human T cells: synergism with 



28 

interleukin-12 for interferon-gamma production. European Journal of 
Immunology 26:1647-51. 

32. Ahn, H. J., S. Marao, M. Tomura, J. Mu, T. Hamaoka, K. Nakanishi, S. 
Clark, M. Kurimoto, H. Okamura, and H. Fujiwara. 1997. A 
mechanism underlying synergy between IL-12 and IFN-gamma- 
inducing factor in enhanced production of IFN-gamma. J Immunol 
159:2125-31. 

33. MacFarlin, D., and H. MacFarland. 1983. Multiple Sclerosis. N. 
EngUMed. 307:1183-1188. 

34. Alvord, E. C. J., M. W. Kies, and A. J. Suckling. 1984. Experimental 
Allergic Encephalomy litis: A useful Model for Multiple Sclerosis. In 
Progress in clinical and biological research., vol. 146. E. C. J. Alvord, 
M. W. Kies, and A. J. Suckling, eds. Allen R. Liss, New York, p. 1- 
537. 

35. Raine, C. S. 1991. Multiple sclerosis: a pivotal role for the T cell in 
lesion development. Neuropathol Appl Neurobiol 17:265-74. 

36. Oksenberg, J. R., M. A. Panzara, A. B. Begovich, D. Mitchell, H. A. 
Erlich, R. S. Murray, R. Shimonkevitz, M. Sherritt, J. Rothbard, C. C. 
Bernard, and a. 1. et. 1993. Selection for T-cell receptor V beta-D beta- 
J beta gene rearrangements with specificity for a myelin basic protein 
peptide in brain lesions of multiple sclerosis. Nature 362:68-70. 

37. Ben-Nun, A., H. Wekerle, and I. R. Cohen. 1981. The rapid isolation 
of clonable antigen-specific T lymphocyte lines capable of mediating 
autoimmune encephalomyelitis. Eur J Immunol 11:195-9. 

38. Brocke, S., K. Gijbels, M. Allegretta, I. Ferber, C. Piercy, T. 
Blankenstein, R. Martin, U. Utz, N. Karin, D. Mitchell, and et al. 1996. 
Treatment of experimental encephalomyelitis with a peptide analogue 
of myelin basic protein. Nature 379:343-6. 

39. Karin, N., F. Szafer, D. Mitchell, D. P. Gold, and L. Steinman. 1993. 
Selective and nonselective stages in homing of T lymphocytes to the 
central nervous system during experimental allergic encephalomyelitis. 
J Immunol 150:4116-24. 

40. Harlow, E., and D. Lane. 1988. Antibodies, a laboratory manual. Cold 
Spring Harbor Laboratory, New York. 

41. Waisman, A., P. J. Ruiz, D. L. Hirschberg, A. Gelman, J. R. 
Oksenberg, S. Brocke, F. Mor, I. R. Cohen, and L. Steinman. 1996. 
Suppressive vaccination with DNA encoding a variable region gene of 



